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~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address ~ 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER. FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent terni adjustment. See 37 CFR 1.704(b). 

Status 

1)^ Responsive to communication(s) filed on 06 September 2005 . 
2a)n This action is FINAL. 2b)^ This action is non-final, 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 12.5-25.27-40 and 102-165 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) n Claim(s) is/are allowed. 

6) |g| Clajm(s) 1,2,5-25,27-40 ar)d 102-165 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) ^ The specification is objected to by the Examiner. 

10)0 The drawing(s) filed on is/are: a)n accepted or b)n objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
11 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * 0)0 None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17,2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Prosecution is hereby reopened on the instant application. Any rejection not 
reiterated from previous Office actions may be considered withdrawn. This document 
represents a complete list of responses to the instant appjication. This action is non- 
final. Claims currently pending are 1, 2, 5-25, 27-40 and 102-165. 



Priority 

It is noted that this application appears to claim subject matter disclosed in prior 
Application No. 09/021,701, filed February 10, 1998. A reference to the prior application 
must be inserted as the first sentence(s) of the specification of this application or in an 
application data sheet (37 CFR 1 .76), if applicant intends to rely on the filing date of the 
prior application under 35 U.S.C. 119(e), 120, 121, or 365(c). See 37 CFR 1.78(a). For 
benefit claims under 35 U.S.C. 120, 121, or 365(c), the reference must include the 
relationship (i.e., continuation, divisional, or continuation-in-part) of all nonprovisional 
applications. If the application is a utility or plant application filed under 35 U.S.C. 
1 1 1(a) on or after November 29, 2000, the specific reference to the prior application 
must be submitted during the pendency of the application and within the later of four 
months from the actual filing date of the application or sixteen months from the filing 
date of the prior application. If the application is a utility or plant application which 
entered the national stage from an international application filed on or after November 
29, 2000, after compliance with 35 U.S.C. 371, the specific reference must be submitted 
during the pendency of the application and within the later of four months from the date 
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on which the national stage connmenced under 35 U.S.C. 371(b) or (f) or sixteen 
months from the filing date of the prior application. See 37 CFR 1 .78(a)(2)(ii) and 
(a)(5)(ii). This time period is not extendable and a failure to submit the reference 
required by 35 U.S.C. 119(e) and/or 120, where applicable, within this time period is 
considered a waiver of any benefit of such prior application(s) under 35 U.S.C. 1 19(e), 
120, 121 and 365(c). A benefit claim filed after the required time period may be 
accepted if it is accompanied by a grantable petition to accept an unintentionally 
delayed benefit claim under 35 U.S.C. 119(e), 120, 121 and 365(c). The petition must 
be accompanied by (1) the reference required by 35 U.S.C. 120 or 119(e) and 37 CFR 
1.78(a)(2) or (a)(5) to the prior application (unless previously submitted), (2) a surcharge 
under 37 CFR 1 .17(t), and (3) a statement that the entire delay between the date the 
claim was due under 37 CFR 1.78(a)(2) or (a)(5) and the date the claim was filed was 
unintentional. The Director may require additional information where there is a question 
whether the delay was unintentional. The petition should be addressed to: Mail Stop 
Petition, Commissioner for Patents, P.O. Box 1450, Alexandria, Virginia 22313-1450. 

If the reference to the prior application was previously submitted within the time 
period set forth in 37 CFR 1.78(a), but not in the first sentence(s) of the specification or 
an application data sheet (ADS) as required by 37 CFR 1.78(a) (e.g., if the reference 
was submitted in an oath or declaration or the application transmittal letter), and the 
information concerning the benefit claim was recognized by the Office as shown by its 
inclusion on the first filing receipt, the petition under 37 CFR 1.78(a) and the surcharge 
under 37 CFR 1.1 7(t) are not required. Applicant is still required to submit the reference 
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in compliance with 37 CFR 1 .78(a) by filing an amendment to the first sentence(s) of the 
specification or an ADS. See MPEP § 201 .11 . 



Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
nnaking and using it. in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1.2, 5-25, 27-40 and 102-165 are rejected under 35 U.S.C. 112, first 
paragraph, because the specification, while being enabling for contiguous sets of 
oligonucleotides in clusters, does not reasonably provide enablement for noncontiguous 
sets of nucleotides in clusters. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. 

Factors to be considered in determining whether a disclosure would require 
undue experimentation have been summarized in Ex parte Forman , 230 USPQ 546 
(BPAI 1986) and reiterated by the Court of Appeals in In re Wands . 8 USPQ2d 1400 at 
1404 (CAFC 1988). The factors to be considered in determining whether undue 
experimentation is required include: (1) the quantity of experimentation necessary, (2) 
the amount of direction presented, (3) the presence or absence of working examples, 
(4) the nature of the invention, (5) the state of the prior art, (6) the relative skill of those 
in the art, (7) the predictability or unpredictability of the art, and (8) the breadth of the 
claims. 
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The Board also stated that although the level of skill in molecular biology is high, 
the results of experiments in genetic engineering are unpredictable. While all of these 
factors are considered, a sufficient amount of prima facia case are discussed below. 

All of the independent claims (claims 1, 102, 122, 146, 148, and 157) mention the 
word "cluster," and the specification mentions this term continuously. However, there is 
no explicit definition given for "cluster" anywhere in the disclosure. Page 49 illustrates 
and explicity states the definition of a contiguous cluster, but it is also possible for 
clusters to not be contiguous. Although applicant is thus enabled for "contiguous 
cluster," one may ask: if a cluster is non-contiguous, what is the procedure by which one 
draws the conclusion that this "non-contiguous" cluster is a single cluster or several 
contiguous clusters in proximity? Is there a relevant threshold value or parameter 
discussed that permits the practitioner to determine how one cluster ends and another 
begins? Clarity on this issue or reinterpretation of the specification would be 
appreciated. As of now, the answers to these questions are unpredictable. 

An article on mapping the secondary structures of DNA illustrates the diversity in 
structure and geometry a single molecule can possess [Huang and Hearst, Nucleic 
Acids Research, vol. 9, 1981 , figure 5]. This figure shows that a single molecule of DNA 
can hybridize to encompass a linear and a hairpin form. Is this diversity used to 
determine cluster size and termination points? This point is unclear as a single 
contiguous set of oligonucleotides can technically occupy more than one type of 
secondary structure. 

Below is a "Wands Factors" analysis of this rejection. 
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(1) Undue experimentation would be required to determine the termination points of 
non-contiguous clusters given the directions in the specification. 

(2) The amount of direction in the specification permits identification of contiguous 
clusters but not noncontiguous clusters. 

(3) The working examples (i.e.) page 49 illustrate successfully contiguous clusters, but 
the process of defining a non-contiguous cluster is not explicity stated in examples. 

(4) The nature of the invention is selecting and characterizing hybridization of an 
oligonucleotide to a target nucleic acid sequence. 

(5) There is prior art on hybridiziations of oligonucleotides, but no literature exists on 
how to enable the process claims by non-contiguous clusters. 

(6) The relative skill of those in the art to conduct this invention is an advanced degree 
in biotechnology or a related field. 

(7) Given the information in the disclosure, it is unpredictable whether to differentiate or 
group non-contiguous subsets of oligonucleotides. 

(8) The claims as listed a broad enough to cover both contiguous and non-contiguous 
oligonucleotides. 

No Claim is allowed. 

Papers related to this application may be submitted to Technical Center 1600 by 
facsimile transmission. Papers should be faxed to Technical Center 1600 via the 
central PTO Fax Center. The faxing of such pages must conform with the notices 
published in the Official Gazette, 1096 OG 30 (November 15, 1988), 1156 OG 61 
(November 16, 1993), and 1157 OG 94 (December 28, 1993)(See 37 CFR § 1.6(d)). 
The Central PTO Fax Center Number is (571) 273-8300. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Russell Negin, Ph.D., whose telephone number is (571) 
272-1083. The examiner can normally be reached on Monday-Friday from 7am to 4pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
Supervisor, Ardin Marschel, Ph.D., Supervisory Patent Examiner, can be reached at 
(571)272-0718. 

Any inquiry of a general nature or relating to the status of this application should 
be directed to Legal Instrument Examiner, Tina Plunkett, whose telephone number is 
(571)272-0549. 

Information regarding the status of the application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information on the PAIR system, contact the Electronic Business Center 
(EBC) at 866-217-9197 (toll-free). 

R. Negin 11/23/05 
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